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= (54) Titie: AQUEOUS EYE DROPS WITH ACCELERATED INTRAOCULAR MIGRATION 

^ (54) ft^O^m: IBA^fTtti££*t£i£ilB#J 

= (57) Abstract: Aqueous eye drops which contain 2-amino-3-(4-bromobenzoyl)phenylacetic acid, a pharmacologically acceptable 
salt thereof, or a hydrate of either and an organic amine (e.g., aminoethylsulfonic acid or trometamol) or a salt thereof. When applied 
once a day, the eye drops enable the 2-amino-3-(4-bromobenzoyl)phenylacetic acid to be present in the aqueous humor over at least 
24 hours in a remedially effective concentration. It is hence useful as aqueous eye drops of the one-administration-a-day type for the 

treatment of inflammatory diseases on the external segment or anterior segment of the eye. 
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4 — ( 2 — Hydroxyethyl) — 1 — piperadinyl] ethansulf onic acid) ^ 1 , 4 — tf ( 
2-;=^/V*:3^^/V)t:"-<7v?V;^iif), v'T5y|^(«»|;tf^. 3^^^:/v?T^>'. h^p^^l^ 



wo 2006/049250 



10 



PCT/JP2005/020302 



[0022] ^mTv^(r>^h\jx}it. wmkmm^\i. mm. mm., mum. mmm. 
T^mmfdiiB^itn^mmmm . ^mm^m^\'^. m^m. ^w^. mvm. 

[0023] im^mif^!^MMmz.^^^x. mmTVy%fd(t^(Dmr^^^m.m^^n) \t. 
3- {A-^'^=^^y^/^i\^)y^^f^^^'^'^wm.^m. i^^h'T^m.^^m^ 

m-^^^\%. ^(o^^mxrwh^. 35w/v%. $f*L<{**^)0. 4w/v%@^. ± 
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3- (4- >^l3^-^:/i/-r/V) 7iii::^/VB^^-^-hy'^i»<DM>!Kl^^fTl4f^i^^fTofCo 
[0036] 1. t^l^tlW 

^10»l~3(D^BS^J^P$iL. -Kfflbfco 
[0037] [^1] 
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2 -7 S. / - 3 - {A -yu'E'^yJ^ )l) 
7x-;UStK:M-'J'^ A • 3/27]cfa#) 


U* 1 B 


fl 1 Q 


a 1 e 




1.8 g 


— 


— 






0.5 g 










0.2 g 






2.0 g 


2.4 g 




mm 




mm 






mm 






mm 


mm 


mm 




100 mL 


100 mL 


100 mL 


pH 


7.8 


7,8 


7.8 



[0038] 2.mt:^Wi 

:^i^3(Dmm\)^50nu immm^hfc{n=5)o M.fim^2}^mm^^yh 
60 fx ucrm(Dmf>!m-mw^^Wi^^i6o n imxm-^x^. :^i^zfy>y-(;\-^- ( 

NanospaceSI-D^MLT. TfBHPLC^#T*2-T^y-3- (4->^ci 
[0039] <HPLC^#> 

UJJ>^ : (tif«!;affl ) Capcell pak MF Ph, 4. 0 X 20mm (S^^) 

: (Mffl)Capcell pak C18 MG S5mm 1. 5X35mm(g^^) 
: (^^^ffffi) Capcell pak C18 MG S5mm 1. 5X250mm(jK^^) 

(v/v) 

i'T^mm) vi^mmmmmipwi. 3) * :T-feh::^hy/v=60:35 (v/v) 

ai A *:70AiLX2=140jtiL 

*y^^i^«?^(pH7. 3) :5mMJg'fb7'h7:^^/VT>'^:=-l^A^tf50mMyy^ 
7K^~T:/^=!>i^^«(pH7. 3) 
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[0040] mi] 











MM (mL/inin) 


(min) 


MM (nL/min) 




0.0 


100 


0.0 


500 


A 


i 


i 


0.5 


250 


B 


i 


i 


5.5 


10 


A 


i 


i 


29.5 


500 


A 


30.0 


100 


30.0 


500 


A 



[0041] 3. ItM 

-3- (4->^n^^:y:/-r/V)7ic::::/H^^ig^«214±46(ng/mL)i:?fcofCo - 

hn7«i5'^-/i^^*n!^(^^20^ig^J). T5y:i^^/i';^/i'j^^'^^^::^(M 

;^3©^m^J) (D^|!S2^ra^<^M*tf 2-T$/-3- (4-:/n^-<:x>^-r/V) 7rc 
^^^fl. 260±45(ng/mL). 350±123(ng/mL)-efeofc 
(^3)0 Mm.2mW^<DmM2-r^/-3- {A-zfn^-<:y:/^;v)y::^^;v^m 

[^3] 





i-iv-z-iA-r nK >•/ 'fW7ii*a^K 

( n g /m L ) 




2 1 4 ± 4 6 




2 6 0 ± 4 5 




3 5 0 ± 1 2 3 



[0042] i^±(^ii:;?)^f>, ^^T5>-efc5ht3p(i5'^-/l'*3J;'0?T5/:3^^/V':^/V:^:/^» 
;tiP-r^ri:-C\ 2-T5y-3- (4-:/n^^y)/^/U)73:::i/Vg^®?OM:^l^#fTti 

[0043] iii^^j2 ^•^^mm^M'^^j^-^om^wk 

1. ^^Wi^ 

M*^2kgO*H4Dutch5S!>f-=^r (/M:tX5'i5^)^?aS23±2*C> SgP55± 10% 

00, mmm\^^xW}m(Dmmy^rimmMu yurim^sosirx^h^-^m 
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[0044] 2. 
[0045] [^4] 









ifi:^ 6 


2-7 5 y-3-(4-yp-t'^>'y'< JU) 7 

x^;^s^gl:^ h u a • 3/2 7Kfa«*i 


0. 1 g 


0. 1 g 


0. 1 e 




1.1 g 








1.1 g 








0.005 g 






Tl^'J V;!.'^^- h 80 


0.15 g 






(K-30) 


2 g 








0.02 g 






ffi6fEK:J-hy>A 


0.2 g 






•J >K - * h U A • Z7K«4«!i 






0.05 g 






0.5 g 


1.0 g 






2. 2 g 


2.6 g 


7KK<b:M-'JC7A 




}3M 






lis 


iSS 


iifi 


±a 


100 inL 


100 mL 


100 nL 


pH 


8.3 


7.8 


7.0 



[0046] 3. lEti^^fe 

on count/msec) <DSa^fifflrM^$!l<^30:$)-^ IJIW— if — 7 VT-fe/^P^— (F 
C-1000. »fP)^ffiV^T^fJfcofCo tffM^*lJ<^24l^rflMJ^50ML 

V'Ti[)/(Control|!|(D21z*&WMl^7Wri[) X 100 
[0047] 4. 
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[0048] [^5] 





ffiifij^ (%) 




0.3 (n = 6) 




2 5. 5 (n = 7) 




7 3. 9 (n = 1 0) 



[0049] mmm3 :t^^y-/}^/7i^^m^^(Dm^ 

iomMvymr.7i(.m'rhv^j>^'r.:^^!i^mmmipH7. s) \z2-Txy-3- (4- 

TS.y^o. iw/v%, 0. 5w/v%» iw/v%, t^j:^X^\::MmLti. roi^SmLi: 
7Kt&^^^^/— >'V5mLSr20mL;^f7;^T:^/V(Cira;t^itL. 25^. lOOrpmT-1 

-/VM (±ii) (TS) ^^^x^tt^ W-z^k'^^yh-e^^LfCo 5>©Lfc# 
10^P^2000rpmT'ig'L^^SiL, J'-;vmti\^M^'^±\^''M\^t:.o ^ 
i5'^y-/VlioJ;T^;!KS#lmL^«^|R(;!K/T-feh::^hy/V=50/50(v/v)) 
-ClEfltlCSOmL^U HPLCfflf-y:7'/V^:Lfeo #®©2-T57-3- 

^v'-Tyv) y:j:.:=.;vmmwtm:Mmm.W'i^'ci-^v^y-7mwmm. lc- ioad) -e 

2 - T5y - 3 - (4 - 73:=/Vg^^-:hhy . 3/27KfPtJO^^0 

[0050] 2. HPLCj£l::fe-fe 

ffi;ri5'^xi//vv'y/Hbv^y;!?7yv>^^*Uc;&7i>.^ffiv>/co (capcell pak 

C18, SG120 5ium, 4. 6mm I. D. X 250mm. X^^) 
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H7, Sdl^SLfc^, T±h=-h]}/^250mL^m^LfCo 
M lmL//min 
a A m-.lOuL 
[0051] 3. :ti^^y-/l'/7i^^m^W<Dnm 

^/^)\')yz^^)\^'m^m/{i^M t<^2-T5y-3- (4- ^''n^^:/^^/^) 

[0052] 4. ^i^i^m 
[0053] [^6] 
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%m 




0. 1%* 


0. 5%* 


]%* 


L- tX5^v> 


0. 69 


0. 96 


1.05 






1 12 


1.31 




0. 68 


1 . 08 


1.24 


L--fe "J > 


0. 64 


0. 74 


0.79 




0 71 


0 75 


0.78 






0 fi8 

u • o u 


0.81 






0. 67 


1. 55 






2. 59 


4.07 






t,67 


2.32 






1.03 


1. 18 


H E P E S 




0. 93 


1.05 






2.83 


3.50 






1.89 


2.07 






0.73 


0. 78 






1.40 


1.81 




0.60 



[0054] [m^mmmi] ^^^bs^j 
mi] 



2-7s.y - 3 - (4 -ypt^>y^';u) 

7x-J^i^K:^hUC7A • 3/2*lP4«J 0. ig 

75yx5^;ux;u7t^>K 0. 2g 

m{t^>ifji^=-':pA 0. oo5g 

5^P+-y-7t?--'P 0. 0 2 g 

7Ht'K>(K30) 2.0g 

XxhKT^h'J'JA 0. 0 2 g 

a4^U-b'J> 2. 2g 

1 0 0 m L 

pH 7. 8 



[0055] [SSl^J^Jg^j2] Tfci^^^BS^J 
[^8] 



wo 2006/049250 



20 



PCT/JP2005/020302 





5^ 


a 


2-757-3- {4 -yn^^yjyf A) 








0 


. 1 g 




0 


. 5 g 




0 


. 0 0 5 g 




0 


. 0 2 g 


;H t' K > ( K 3 0 ) 


2 


. 0 g 




0 


. 0 2 g 




1 


. 3 g 




0 


. 7 4 g 




}§ 


m 






m 




1 


0 0 m L 


PH 


7 


. 8 



[0056] [®i^jM^j3] Ti^Bj^mm 

[^9] 







m 


2-757-3- (4-ya=E^>V^J\^) 






yji-jmrni-^-VOA • 3 / 2 7jtjf|J!|*| 


0, 


■ 1 g 


75/x5';UX;i/7N>K 


0, 


. 5 g 


Jt^b^>if;u=i-f>A 


0. 


. 0 0 5 g 




0, 


. 2 g 


t' K > ( K 3 0 ) 


1 . 


. 0 g 


xxhK:*-h'J OA 


0. 


. 0 2 g 




1 , 


. 8g 


7jcK{k:fhUf>A 




m 






m 




1 


0 0 m L 


pH 


7 


. 3 



[0057] mmmMm4i tki^^bm^j 
mo-] 
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S 


2-75^-3- (.4 -ya'E^yV'Oi^) 






yjL-A^Mi- h 'J -^A • 3/2 7)tffi!|*| 


0 


. 1 g 




0 


. 5 g 




0 


. 0 0 5 g 




0 


■ 2 g 


t' H > ( K 3 0 ) 


1 


. 0 g 




0 


. 0 2 g 




1 , 


. 6 g 




m 


m 




M 


s 




1 


0 Om L 


P H 


8, 


. 3 



[0058] mmmmms-] :i<.i^mm 





6^ 




2-757-3- (4 ->^Pt^>y-f;i/) 






7 X ^;ua^K:M- U -5 A • 3 / 2 7KfPl*l 


0 


. 1 g 


75/x5^;u;^;U7t^>K 


1 


. 0 g 




0 


. 0 3 7 g 




0 


. 0 2 g 


'J >S5r7K^:^ h U A • -7jcfp«!i 


0 


. 0 5 g 


jg^'J-tr'J > 


2 


. 4 g 


7XK<b:^K'J'5A 


)§ 


a 




il 


m 




1 


0 0 m L 


PH 


7 


. 0 



[0059] mmmmme] ^^mm\ 

mi2] 
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2-7^:^-3- {4 -yn^^yy^ )]/) 






7x— J^S^K:^ h U "J A • 3/2 7K?Pl^!l 


0 


. 1 g 




0 


. 2 g 




0 


. 0 0 5 g 




0 


0 2 g 


H> (K 3 0) 


2 


. 0 g 




0 


. 0 2 g 




2 


. Og 






B 






3 




1 


0 0 m L 


P H 


7 


, 8 



[0060] mMmmm7:\ tki^^bs^j 

[^13] 







3 


2-75y-3- (4 -ypt^>y^;u) 








0 


1 g 




0 


. 5 g 




0 


. 0 0 5 g 




0 


0 5 g 


7|^trK> (K 3 0) 


2 


. 0 g 




0 


0 2 g 




1 


. 8g 






s 




m 


fi 




1 


0 0 m L 


P H 


7 


5 



[0061] immmms-] y^^mmi 
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fig ^i- 

2-757-3- {A-yn=E^y^j^ M 
^K-fb:*- h 'J A 

flItiiTK 
PH 

[0062] immmms'] i\^'&mm 

[^15] 



fig 5i" S 
2-757-3- (4 -^P^'^yy-f^U) 

^i-^UB^K^hU-JA • 3/2 7KfPlft 0. Ig 

L-7X/'?7¥>^ 1 . 0 g 

ig'fb^>-!f;U3-'5A 0. 0 0 5 g 

^p+-y-7|^-;i. 0. 0 2 g 

7KeK>(K30) 2.0g 

XxhB8^hUC»A 0. 0 2 g 

^)>m-i^m±v^)OJx' -ij^^m o. osg 

igi^U-tr'J> 2. 6g 

^ft 1 0 0 m L 

pH 7. 3 



[0063] [M^fj^ii^io] i^'^mm 



5> S 

0. 1 g 

0. 9 g 

0. 0 3 7 g 

0. 0 2 g 

0. 0 5 g 

2 . 4 g 

}3 S 

ii s 

1 0 OmL 

7. 0 



[|gl6] 
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fit ^ 6^ m 

2-75^-3- (4 -ya=E^>V^}l) 

yji-jm^i-h'JtJA'Z/zjit.mm 0. 1 g 

t/X^y-Jl/75> 0. 5 g 

/t^^j'+vSmSK^f'^U 0. 0 3 7 g 

/t7:t+->SeSlSKyP 0. 0 2g 

'j>ag-7K^:^hU'>A • Z7KiBJ«5 0. 0 5 g 

ig^^'J-b'J > 2. 4 g 

7jcBiib:*- h u A m m. 

mmjif. m m 

±m 1 0 0 m L 

p H 7.0 

[0064] imimmmii'i A^^/^mm 

2-75/-3- {4 -ya'E^yV'OU) 

7IXJ^ftK:^h'J•>A • 3/2 7K«1«!l 0. 1g 

X^|/>v75> 1 . 0 g 

i^it^>-*fJ\^^-OA 0. 0 0 5 g 

;^x7U>K7t?U*+->;U4 0 0. 0 5 g 

«4^U-trU> 2. 2g 

%iS SB 

±m. 1 0 0 m L 

p H 7.5 

[0065] mmmmmw :i^mAmm 
mm 

fife ^ m 

2-75/-3- (4 -:/Pt^>l/^'JU) 
7x-;U»K:M-U':7A • 3/27KfD!|e!l 0. 1g 

u>m-7mi-bvoA' -^m^ 0. 0 5g 

2. 6g 

mii7K ii s 

1 0 0 m L 

p H 7.0 
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[0066] 



[0067] 



2-75.y - 3 - (4 -ypt^>y'i';u) 
±m 

P H 

[*20] 



[0068] 



5^ 

0. 
0. 
2. 

ii 

1 0 0 m L 
7. 8 



1 g 
5 g 

2 g 





4^ 




2-75^-3 - (4 -yp^^>V-f 








0 


. 1 g 


75yx5^ji/:^;i/7iN>K 


1 


. Og 




0 


. 0 5 g 




0 


. 0 0 5 g 




0 


. 2 g 


(K 3 0) 


1 


. Og 




0 


. 0 2 g 




2 


. Og 






s 




M 


m 




1 


0 OmL 


PH 


7 


. 8 
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[0069] LfcjjsoT. :^mM(D7i(,i^mmit. mx.mm^. f^m^. mm^. 
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X'^m^titi^tlh(DA^m(D:^\iJ^mm^mmi!)^0, 01~0. 5w/v%T'fcSi 

[5] ^mT^i^i!)^T^mmxh^x^ r^ymmommiiK o. 35~5w/v%-cfcsri: 

[6] ^mTV^7!)^rj]^:ijy—/i'T?,ymxh^x. r/i^:fy/-^^^rv^m(Dm^tK o. 15 

~o. 95vf/v%xh^^t^wmirm^<Di^mm2mxitm4mim(D:f7mo 

[8] ^mT^:yi!>^i^T5.iymxh^x. 'Jr^ym(Dmmi)K 0. 05~5w/v%-efe5^i: 

mmi-m^<Di^mm2y^xiim4mmm<r)ifmo 

[9] WaT^>';5St=^7i;?i/^-C*fcoT. t°-i7v^ym;&5. zKlt^BS^J KO. 05~5w 
/v%0^iS■C^;t$^^•rv^:5^i:^#^:5ft^(^l5lffl^2«X«^4«IB*fe<^ 
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-3- (4-:/n^^:/:/>r/V)7'aLri/Wg^^<D:ti5'^/— /V/;!K:$>IB#iC5&50. 7~4 
2 - - 3 - (4- :/D^^i^i/^/i-) :73:^/wg^^t>L< {t^<D^a^6^ tci^^ 

<i:t)24^ra{-t?fc«?2-T5y-3- (4- >^D^^>'>^^/V) 73i::^/VB^^O?&iSgJfr 
2 - T^y - 3 - (4 - :/n^^ vy-f/V) t< it^omM^&O 

'(j^?>m.t.tc\t^tih<D7i(.m!^<D:i(,Bmm'p<omm^o. oi~o. 5w/v%-efe 

-et§^*fcft^tlb<D;!Kfp;^^^^1-'5*t4.^BS^J;65^r^T^>'*/c«^©:^=lr 

^WU Sfris#:^T5y*fe(*^o:i[o^**;i57K<4;fe8S^Ji-'^*ti^2-r^y- 

1-5*-Cfe5itSr#m^-t-'5ft^<^ISffl^l3^*fcft^l4m«(D*i4^BS^Jo 
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0. 01~0. 5w/v% 2-T^/-3-(4-:/o^-^>'y'l'/V):73:c=./W@^^t)U< 
{Ct>fz'0 2 - - 3 - (4 - :/n^^yy-r/V) ^zn^ii/Vg^^Of^it W^JtS 

^<^?&^^^^iS^*li$-frbfe-C^BS§l5*fcttftilBSIfl502^^)S£i4^-#^f^^i-5. 

1 0 immm7i<,mmmmm^^ittb(D. mmr5.yt.tnt^<Dm(Dmmo 
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'c^?>m.i^fc\-i^tih(Dyi^^m<D:i^^mmi^<Dmm^^o. oi~o. 5w/v%t?fc 

o 

^#mi-5f**c0^a^27«Xtt^28«|B«0^^o 

/y%<Dmsx^m^ifhx\^^^tt:wm'r?>m^<Dmmm27mxi'i^28mmm 

■b\ 0. 05~5w/v%T'fc5^i:^#mi:-r-5tt^<^ISBI^27«Xf*^28^fB«cO 
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of Article 5 of the PCT and further lack a support by the description 
in the meaning of Article 6 of the PCT. Even when technical common 
sense at the time of the filing of this application is taken into account , 
the claims do not comply with the requirement of clearness as provided 
for in Article 6 of the PCT. 

The subject matters of claims 13 and 14 are not sufficiently disclosed 
as shown above. Therefore, in preparing an international search report , 
a search through prior- art documents was made only for the part relating 
to aqueous eye drops containing 2 -amino- 3 - {4 -bromobenzoyl ) phenylacet ic 
acid and an organic amine. 
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Box No. n Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1- 13 Claims Nos.: 1-12 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 1 to 12 pertain to methods for treatment of the human body or animal 
body by surgery or therapy and thus relate to a subject matter which this 
International Searching Authority is not required, under the provisions of 
Article 17(2) (a) (i) of the PCT (continued to extra sheet) 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meanmgful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions m this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of die required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q jjjg additional search fees were accompanied by the applicant's protest and, where applicable, 

the payment of a protest fee. . 

The additional search fees were accompanied by the applicant's protest but the applicable protest 
fee was not paid within the time limit specified in the invitation. 

No protest accompanied the payment of additional search fees. 
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